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APPENDIX A 

Clean Copy of claims as amended herein 

1 . A compound of the formula: 

OH 




X 1 -Y-Z 1 V N ^ Z 2 -TOC : 




K 



Formula I 

wherein: 

R 1 , R 2 , R 3 , R 4 , R 5 , R*, R 7 , and R 8 are hydrogen, lower alkyl, or -C(0)R; in which R 

is -OR 9 or NR 9 R 10 , where R 9 and R 10 are hydrogen or lower alkyl; or 
R 1 arid R 2 , R 3 and R 4 , R 5 and R* ? R 7 and R 3 , when taken together with the carbon 

to which they are attached, represent carbonyl; or 
R l and R 5 , or R 1 and R 7 , or R 3 and R 5 , or R 3 and R 7 , when taken together form a 

bridging group -(CR l *R l V. ^ which n is 1, 2 or 3, and R 12 and R 13 are 

independently hydrogen or lower alkyl; 
with the provisos that 

i. the maximum number of carbonyl groups is 2; 

ii. the maximum number of -C(0)NR*R 10 groups is 1 ; and 

iii. the maximum number of bridging groups is 1 ; 

T is oxygen, sulfur, or NR 11 , m which R 11 is hydrogen or lower alkyl; 
V is -N<, -CH<, or -N-CH<; 

X 1 is optionally substituted cycloalkyl, optionally substituted aryl, or optionally 

substituted heteroaryl; 
X 2 is optionally substituted aryl or optionally substituted heteroaryl; 

Page 17 



i 



| PAGE 21/28 * RCVD AT 6fl«005 1:37:48 PM [Eastern Daylight Time] 4 SVR:USPT0€FXRF-1/3 * DNIS:8729306 * CSID: * DURATION (mm-ss):0«-06 



06/02/2005 10:40 16504750359 17038729306 



NO. 608 P022 



Response to March 29, 2005, Office Action 
Atty Dkt No. 01-0159-OP-2 

| Application No. 10/759,562 

| Y is optionally substituted monocyclic heteroarylenyl; and 

2 l and Z 2 are independently optionally substituted alkylene of 1-4 caibon atoms. 

2. The compound of claim 1, wherein V is nitrogen and Z 1 and Z 2 are 
independently lower alkylene. 

i 3. The compound of claim 2, wherein T is oxygen. 

j 4. The compound of claim 3, wherein R 1 , R 2 , R 3 , R 4 , R 5 , R 6 , R 7 and R 8 are 

independently chosen from hydrogen and methyl. 

5. The compound of claim 4, wherein X 1 is optionally substituted aryl or 
optionally substituted heteroaryL 

6. The compound of claim 5, wherein X 2 is optionally substituted phenyl or 
optionally substituted bicyclic heteroaryL 

7. The compound of claim 6, wherein X 2 is 2-methylbenzothiazol-5-yl, 2- 
cyclohexylbenzothiazol-5-yl, 2-phenylbenzothiazol-5-yl > or 2-phenylbenzoxazol-5-yL 

| 8. The compound of claim 7, wherein Z l and Z 2 are both methylene, 

i 

: 
! 

j 9. The compound of claim 8, wherein Y is a diradical derived from pyrazole, 

benzoxazole, isoxazole, l,3-oxazole t 1,3-thiazole, 1,2,4-oxadiazole, or 1,3,4-oxadiazole. 

10. The compound of claim 9, wherein R\ R 2 , R 3 , R 4 , R 5 , R 6 , R 7 and R* are all 
hydrogen. 

11. The compound of claim 9, wherein one of R 1 , R\ R 3 , R 4 , R 5 , R 6 , R 7 and R* 
I is methyl and the remainder are hydrogen. 
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12. The compound of claim 9, wherein X 1 is phenyl optionally substituted by 
lower alkyl, lower alkoxy, halogen, phenyl, or trifluoromethyL 



13. The compound of claim 9, wherein Y is an isoxazole diradical. 



14. The compound of claim 1 3, wherein the compound is selected from the 
\ group consisting of: 

} (2R)-H(2S)^{[5-(4hA1oi^^ 

3^2-methylbenzothiazol-5-yIoxy)propan-2-ol; 

(2R)-3-(4- {[5^4-cUoi^henyl)isoxazol-3-yl]methyl}piperazmyl)-l -(2- 
1 methylbenzothiazol-5-yloxy)propan-2"Ol; 

i (2R)-3-[(2S)-2-methyl-4-( {5-[4-c^orophenyl]isoxazol-3-yl}methyl)piperazmyl]- 

1 -(2-methylbeii20thiazol-5-yloxy)piopan-2-ol; 

\ (2R)-3-[(2S)-2-methyl^({5-[2^Moioph^ 

| 1 -(2-methylbenzothiazol-5-yloxy)propan-2-ol; 

J (2R)0-{(3S>3-methyl-^[(5-(3,4-dichlorophenyl)isoxazol-3- 

yl)methyl]piperazinyl} -1 -(2-methyIbenzothiazol-5-yloxy)propan-2-ol; 

(2R)-3-{(3S>3-methyl^-[(5-(2^hlorophenyl)isoxazol-3-yl)methyl]pi^ 
1 -(2-methylbenzothiazol-5-yloxy)piopan-2-oI; 

(2R)-3-{(3S>3-methyl^[(5<4^hlorophenyl)isoxazol-3-yl)met^ 
1 ^2-methyIbenzothiazol-5-yloxy)propan-2-ol; 

(2S>3-((2S)-4-{[5-(3,4^cMorophenyl)isoxa20l-3-yl]methyl}-2« 
methylpiperamyl)-l-(2-methy^ 

(2R)-3- {(2S)-2-methyM-[(5-phenyHsoxa2X)l-3-yI)methyl]piperazinyl} -1 -(2- 
methylbenzothiazol-5-yloxy)propan-2-ol; 

(2R)-3-((3 S)-3 -methyl^ {[5^4-trifl 

piperazinyl>l-(2-me1hylbenzothia20l-5-yloxy^ropan-2-ol; 

(2R)-l-(2-methylbenzothiazol-5-yloxy)-3-[4-({5-[4- 
(trifluoromethyl)phen^ 

(2R)-3-((3S)0-methyl^{[5^4-ph 

1 -(2-methylbeiuothia2:ol-5-yloxy)propan-2H3l; 
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(2R)-3-{(3S)-3-methyM-[(3-(4-methoxyphenyl)isoxazol-5- 

yl)methyl]piperaziiiyl} -1 -(2-methylbenzothiazol-5-yloxy)propan-2-ol; 

(2R)-3'[(2S)-2-rae%l^({5-[4^Morophenyl]isoxazol-3-yI}me^ 
1 -(2-methylbenzotiiiazol-5-yloxy)propaa-2-ol; 

(2R)-3-[(2S)-2^thyl^({5~[2^o 

1 -(2-methylbenzothiazol-5-)doxy)propan-2-oI; 

(2R)OK(2SM-{[5-(3>4-dicM^ 

methylpiperazinyl>l«(2-raethyIbeii^tMazol-5 

(2R)-3-{(2S)-2-methyl^[(3-pheny^ 

methylbenzotiiiazol"5-yloxy)propan-2-ol; 

(2R>3-{(2S^2-methyl-4-[(3-(4^ 
yl)methyI]piperazmylH 

(2R>3-{(2S)-2-me%l^[(3-phenylis^^ 

methylbenzothiazoU5-yloxy)piopan-2-ol; and 

(2R>3-{(2R)-2-methyl^[(3-(4-methoxyphenyl)isox»oI-5- 

yl)methyl]piperazinyl}- 1 ^2-methylbenzothiazol-5-yloxy)propan-2-ol. 

15. The compound of claim 9, wherein Y is a 1,3-thiazole diradical. 



16. The compound of claim 15, wherein the compound is selected from the 
group consisting of: 

(2R)-l-(4-{[2-(4-(Mo^ 

metiiylben20thiazol-5-yloxy)propan-2-ol; 

(2RH<(3S)^{[2-(4-cMoroph^ 

methylpiperazmyl>3-(2-me^ 

(2R>3<2-methylbenzothiazol-5-ylox^^^^ 
yl))methyl]piperazinyl}propan-2-ol; 

(2R)-l-{(3S)-3-methyl^[(2i^ 

methylbenzothiazol-5-yloxy)propan-2-ol; and 

(m)-l-[(3S)-3-methyl^({2-[4^ 

yI)}methyl)piperazinyl]-3^2-methyl^ 
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17. The compound of claim 9, wherein Y is a 1 ,2,4-oxadiazole diradical. 



18. The compound of claim 17, wherein the compound is selected from the 
group consisting of: 

(2R)-3-[4-( {3-[4-(tert^ 

(2-methylbenzothiazol-5-yloxy)propan-2-ol; 

(2R)-3-{(2S)-2-methyM-[(3^2-thienyl)(l^,4-oxadia2X)l-5- 
, yl))methyl]pipeminyl}-l-(2-met^^^ 

(2R>H4-{[3-(2AdichIoropheny^ 

(2-methylbenzothiazol»5-yloxy)propan-2-ol; 

(2RH"((2S)-4-{[3-(2,4^cMoi^^ 

methylpiperazmyl)0<2-meti^^ 

(2RHKM[ 3 -( 2 ^ hlor °P h ^^ 

mettiylbenzothiazol-5-yloxy)propan-2-ol; 

(2R)-1 -(4- {[3-(2-fluoiophenyl)(l ,2,4^xadia2X)l-5-yl)]methyl}piperazdnyl)-3-(2- 
methylbenzothiazol-5-yloxy)propan-2-ol; 

(2R)0~(2-methylbe^thia^ 

oxadiazol-5-yl)]methyl}piperazinyl)propan-2-ol; 

(2R)-l-I(2S)-2-methyl^{5-[3-(trifluomme1hyl)phenyl](l^ 
yl)}methyl)pipera2inyl]-3<2-methylbenzothi 

(2R)-1-((3S)^{[5-(2,4hMcM^ 

methylpiperazmyl>3-(2-methylbe^ 

(2R)-3-(2-me1hylbenzothiazol-5^^^ 
(l,2,4-oxadiazol-3-yl)}metr^ 

(2R)-3^2-meihylbenzothiazol-5^^ 

oxadiazol-3-yl)]methyl}piperazinyl)piopan-2-oU 

(2RH~(M[M 2 - cUoro P he ^ 

methylbenzothiazol-5-yloxy)propan-2-ol; 

(2R)-l-(4-{[5<2-fluorophenyl)(l£^^ 

metibiylbenzothiazol-5-yloxy)propan-2-ol; 

(2R)-3- {4-[3-(4-t-butylphenyl)-[ 1 ,2,4]oxa(fiazol-5-ylmethyl]-pipei^in-l -yl) -1 -(2- 
methylbeiizothiazol-5-yloxy)-propan-2-ol; 
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(2R)-3-{4-[5<4-(triflu<^^ 

1 -yl} - 1 -(2-methyl-benzothiazoI- 5 -yloxy)-propan-2-ol; 

(2R)-H2-methyibenzothiazol-5-yl^^^ 

(l^,4-oxadiazol-3-yl)}methyl)piperazinyl]prcip^ 

(2RH-[(3S)-3-meihyI^({5-[4<tri^ 
j yl)}methyl)piperazinyl]OK2-me^ and 

(2R)-3-[(2S)-2-melhyl^({5-[4-(tf ^ 
| yl)}merthyl)pipera^ 

1 9. The compound of claim 9, wherein Y is a benzoxazole diiadicaL 

t 

i 20. The compound of claim 19, wherein the compound is selected from the 

group consisting of: 

(2R)-3-(2-methyIbenzothiazol-5-yloxy)- 1 - {4^[(5-phenylbenzoxazol-2- 
yl)methyi]piperazinyi}propan-2-ol; and 

(2R>3-{(2S)-2-methyM-[(5-pta 

methylbenzo1hiazol-5-yloxy)propan-2-ol. 

21. The compound of claim 9, wherein Y is a 1,3,4-oxadiazole diradicaL 



22, The compound of claim 21, wherein the compound is selected from the 
group consisting of: 

(2R)-H(2S)-2-methyM-{^ 

yl)]methyl}piperazmyl)-3K2-^^ 

(2R)-l-((2SM-{[5-(4-<±loro^ 

methylpiperazinyl)-3-(2-methylben20thiazol-5-yloxy 

(2RH<4~{[5^4^orophenyl)(U 

methylbenzothiazol-5-yloxy)propan-2-ol; 

(2R>3-(2-methyIbenzothiazoL^^ 

oxadiazol-2-yl)]methyl>pipera2inyl)propan-2-ol; 

(2R)-3<2~methyibenzothiazol^ 

(trifluoromethyl)phenyl]( 1 ,3,4-oxadiazol-2-yl)} methyl)piperazinyl]propan- 

2k>1; 
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(2R)-3-(2-methyIbenzotti^ 

(trifluoromethyl)phenyl](l F 3 Aoxadia2»l-2-yl)}methyl)piperazinyl]propan- 
2-61; 

(2R>3^2-metayIbeaizotM^ 

oxadiazoI-2-yl)]methyl}piperazinyl)propan-2-ol; 

(2R)-l-[4-({5-[4-(tert-bu^ 

(2-methylbenzothiazol-5-yloxy)propan-2-oI; 

(2R)-3-(2-methylbenz^^ 

^))mefliyl]piperaziiiyl}propan-2-ol; 

(2R)-l-[4-({5-[4^dimeth^ 

yl)}methyl)piperazinyl]-3-^^ 

(2R)4-(4-{[5<2^Morophenyl)(l,3,4-oxadiazol-2^ 
methylben20thiazol-5-yloxy)propan-2-ol; 

(2R)-H4-{[5^4-methoxy^^^ 

methylbenzothiazol-5-yloxy)propan-2-ol ; 

(2R}-3-(2-niethylber^^ 

yl))methyl]piperazinyl}pxopan-2-ol ; 

(2R^l-{(2S)-2-methyM-[(5-phenyl(l,3,4^xadiazol-2-yl))m 
(2-methylbenzothia20l-5-yloxy)propan-2-ol; 

(2R>l-[(2S>2-methyl^({5-[3^trifluorome^ 
yl)}methyl)piperazi;ayl]-3-@^^ 

(2RH-((2S)-2~methyM-tf^ 

yl)]metiiyl}piperazmy^^ 

(2R)-l-[(2S)-4-({5-[4^(tc^^^ 

methylpipera2inyl)-3^2-methylbenzothia20l-5-yloxy)^ 

(2RH-{(2S)-2-methyM4(5-^^ 

yl))methyl]piperazinyl} -3-(2-inethylbenzol3iiazol-5-yloxy)propan-2-ol; 

(2R)-l-[(2$)^-({5-[4-(6i^ 

methylpiperazinyI]-3-(2-m^ 

(2R)^3-((2S)^{[5^2-chlorophe^ 

methylpiperazinyl)- 1 ^(2-methylben20thiazol-5-yloxy)propan-2-ol; 

(2R)-3-((2S)^{[5-(4-methox^^^ 

methylpiperazinyl)- l-(2-methylben2C>thiazol-5-yloxy)propan-2-ol; and 
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(2R)-l-[(2S)-2-methyl^ 
yl)}methyl)piperaz^ 

' 23. The compound of claim 9, wherein Y is a 1,3-oxazole diradical. 

24. The compound of claim 23, wherein the compound is selected from the 
group consisting of (2R)-3-[(2S)-2-methyl-M{ 2 ^^^ 

5-yl)} methyl)pip erazinyl]- 1 -(2-methylbenzothiazol-5-yloxy)propan-2-ol and (2R)-l-(2- 

methylbenzothia2ol-5-yloxy^ 

yl)}methyl)piperazinyl]piopan-2-oL 

25 A method of treating a disease state chosen from diabetes, damage to 
skeletal muscles resulting from trauma or shock and a cardiovascular disease in a mammal 
by administration of a therapeutically effective dose of a compound of claim 1. 

26. The method of claim 25, wherein the cardiovascular disease is atrial 
arrhythmia, intermittent claudication, ventricular arrhythmia, Prinzmetal's (variant) 
angina, stable angina, unstable angina, congestive heart disease, or myocardial infarction, 

27. The method of claim 25, wherein the disease state is diabetes. 

28. A pharmaceutical composition comprising at least one pharmaceutical^ 
acceptable excipient and a therapeutically effective amount of a compound of claim 1. 

29 A method of preserving donor tissue and organs used in transplants, 
comprising administering to a mammal in need thereof a therapeutically effective dose of 
a compound of claim 1. 
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